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Re: Docket 2004D-0524 
Draft Guidance for Industry on ANDAs: Pharmaceutical Solid Polymorphism; Chemistry, 
Manufacturing, and Controls Information 

Dear Madam or Sir: 

Enclosed please find comments from GlaxoSmithKline, including general and specific 
comments for the Draft Guidance for Industry on ANDAs: Pharmaceutical Solid 
Polymorphism; Chemistry, Manufacturing, and Controls Information. These comments 
are presented for consideration by the FDA. The general comments are presented first, 
with the specific comments presented in order by section and line number in the draft 
guidance. 

GlaxoSmithKline appreciates the opportunity to provide feedback and suggestions for 
this draft guidance. I am submitting the comments for this draft guidance by hardcopy. 
Therefore, you will receive this letter with two copies of comments. 

If you have any questions about these provided comments, please do not hesitate to 
contact me at (919) 483-5857. Thank you for your consideration. 

Sincerely, 

Mary Faye S. Whisler, Ph.D. 
Assistant Director 
New Submissions. North America / 
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Section Guidance Comment Rationale/Proposed Change 
Line 

General - The Draft Guidance for Industry: Drug Substance Chemistry, 
Manufacturing, and Controls information (1 Z/2003) will also 
apply to ANDAs; there should be a reference to that (draft) 
guidance in this draft guidance. 

General - The draft guidance purports to offer general guidance on Solid state form can be equally or even more important in other 
polymorphism in ANDAs but the discussion and rationale for dosage units e.g. medications for inhalation, topical 
what is proposed in the draft guidance focus exclusively on application, transdermaf products and sterile parenteral 
solid oral dosage forms and oralsuspensions. This should be 
clarified in the Introduction; either make it exclusive to solid 
oral dosage forms and oral suspensions, or expand it to 
include other dosage units. (Additionally, this impacts the title 

proposed guidance. There is a risk therefore that the draft 
guidance will assume relevance to such presentations by 

orm IS more 
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Section Guidance 
Line 

Comment Rationale/Proposed Change 

Removing the requirement for using the solid state form that is It is generally accepted that it is good quality practice to 
employed in the RLD may well lead to tests on the API that do incorporate performance or quality assurance testing as early 
not distinguish a new solid state form. This poses the risk that as possible in the process viz controls on input API, excipients, 
it will be incorporated in a medicinal product without any packaging, during processing and on intermediate product are 
characterization or studies to explore impact on processing or more appropriate for assuring quality (if relevant) than tests on 
finished product quality or performance. The potential the Finished Product. Furthermore, there can be cases where 
consequence is unacceptable product at some stage during its assurance of performance or quality cannot be guaranteed by 
life with risk to the patient. finished product testing. For instance, product stability may be 

influenced by solid state form, with quality faliing below 
This comment is also germane to the footnote (no 7) on satisfactory levels during shelf life. As stability cannot usually 
page 2. The diversity of sotid state behavior, coupled with be assessed at release the choice of a suitably stable 
knowledge that is only accumulated from published sources polymorph can provide better assurance of product quality 
means that an authoritative decision cannot be taken to retention. 
‘%onsJder only those polymorphs Jikety to form during 
manufacture of the drug substance, manufacture of the drug Although sophisticated techniques to predict identify and 

characterize potential solid state forms are now more 
numerous, it is still not possible to categorically establish that 
all potential solid state forms are predicted by structural 
considerations, or identified in solid state screens. New forms 

all stages of a product’s life cycle, not just during 
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ognized as crystalline 

In the context of the draft guidance, polymorphic forms include 
solvates. This is at odds with the Draft Guidance for Industry Regulatory guidances should employ correct descriptive 
Drug Substance Chemistry, Manufacturing, and Controls terminology and there should be (scientific) consistency 
information (1212003) which contains: between guidances. 

See Ph. Eur. 5.0, Section 5.9 Polymorphism: “Polymorphism 
(or crystal polymorphism) is a phenomenon related to the solid 

Ciearly solvate and hydrate are distinct from polymorph. state; it is the ability of a compound to exist in different 
stalline forms having the same chemical composition. 

t exist in a non-crystalline solid state are said to 

o feasible that solubili 
a modified release 

were not drarnaticall 

s of Chloramphenicol 
monstrated that polymorphs 

assumes an 
BA is not dissolution-rate limited, but does not fully recognize 
other situations, for.example where different solid state forms 
may lead to different product performance. 

identity by chemical name, structure, “sameness” so that identical standards apply 
dless of source. 
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substance solid state form do not render drug s 
different active ingredients” flies in the face of e 

standards for drugs and medications. The pharmaceutical 
literature is replete with examples where different solid state 

qualifier) does not reflect reality. This assumes that all relevant 
information is in the public domain and does not therefore take 
account of the possibility of previously undetected forms. 

stresses or drug-excipient interactions, specific to the generic 
product (e.g. where the product form or process differs from 
the RLD) will not be detected. Any dissolution test will not have 
been validated to assess performance of the hitherto unknown 
form (such vafidation tiould require knowledge of the existence 
of the new solid state form and a proactive study to devise 
appropriate conditions to assess performance). 

. ..we recomme 
metastable form is used.” is too weak. 
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Section 

Attachment 1 

Guidance 
Line 

260-261 

Attachment 1 263-265 

I/- 

Comment Rationale/Proposed Change 

The question in the first diamond assumes that all 
possible/potential solid state forms are “known”. This may not 
be the case: There are many examples of unheralded solid 
state forms being encountered after a compound is 
commercialized. It is always possible that a previously 
unknown solid state form is encountered, with behaviors that 
render it unsuitable. The absence of a suitable test means that 
the new unsuitable variant will not be detected. 
The recommendation to “ . ..consider only those polymorphs 
that are likely to farm during manufacture...” is dependant on 
full knowledge of which those polymorphs are. Also, it 
assumes that no further polymorphs will appear. 
Exampfe in the first box is weak. 

Again, this assumes that all relevant information is in the public 
domain and does not therefore take account of the possibility 
of previously undetected forms. 

Add if? as an examole of a oolvmoroh soecification in the USP 


